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DETAILED ACTION 

Applicants' election of group I, claims 1-11 in the reply filed on May 2 2007 is 
acknowledged. Claims 12-13 have been cancelled. Applicants have elected a species 
of compound of formula IX (claim 6). Election was made without traverse in the reply 
filed on 5/2/2007. Thus the restriction requirement elected is made final. Claims 1-11 
are pending. 

Claim Rejections • 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-4, 6-1 1 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Lavand'homme et al. (Anesthesiology, 1 999, 91 , 1 455-61 ) in view of Skjaerback et al. 
(US 2003/0176418) and further in view of Mitchell (J of Pain and Symptom 
Management, Vol. 21, 5, May 2001). 

Lavand'homme et al. teaches cholinergic agents such as bethanechol, a 
muscarinic agonist reduces mechanical allodynia (tactile allodynia) after nerve injury to 
animals and may be useful in the treatment of neuropathic pain (see Abstract, p 1459, 
lines 4-6). The reference teaches the administration and determination of whether 
bethanechol reduced allodynia in the subject. 

The reference does not teach the elected species, compound of formula IX to 
selectively activate the M (1 ) receptor subtype. 
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Skjaerback et al. teaches the compound (4-[3-(4-Butylpipericlin-1-yl) propyl]-7- 
fluoro-4H-benzo[1,4]oxazin-3-one), of formula (IX) as in claim 6 of the instant 
application (p 10, lines 37-38) as muscarinic Ml and M4 subtype. The reference further 
teaches the compound in a method of treatment of pain (p 50, claim 13, p 53, claim 23). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to administer a compound of formula (IX) for the treatment of neuropathic 
pain. The motivation to do so is taught by Lavand'homme et al. Lavand'homme et al 
teaches bethanechol, a muscarinic agonist to be useful in the treatment of allodynia and 
in the treatment of neuropathic pain. One of ordinary skill in the art would have been 
motivated at the time of the invention to use a compound of formula (IX) in the treatment 
of neuropathic pain as this compound has been shown to be a muscarinic agonist by 
Skjaerback et al. and one can expect similar success or superior results in relieving 
neuropathic pain by using this compound instead of bethanechol. 

Lavand'homme et al and Skjaerback et al. do not teach a method of treating a 
subject for hyperalgesia, or thermal hyperalgesia and also do not teach the neuropathic 
pain to be associated with one of the diseases listed in claim 4. 

Mitchell teaches that allodynia and hyperalgesia are clinical components of 
neuropathic pain and neuropathic pain conditions include cancer, painful diabetic 
neuropathy etc. (p 443, col. 2, lines 1-3, p446, col. 1, lines 7-11). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to treat subjects with hyperalgesia with a muscarinic agonist compound such 
as listed in claim 6 (fomiula IX). The motivation to do so is because Lavand'homme et al 
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teaches that muscarinic agonist is useful in the treatment of allodynia a clinical symptom 
of neuropathic pain. It would have been obvious to one of ordinary skill in the art at the 
time of the invention to use a muscarinic agonist as listed in claim 6 to treat 
hyperalgesia which is another clinical symptom of neuropathic pain. Also, it would have 
been obvious to one of ordinary skill in the art to treat painful conditions associated with 
cancer, diabetes etc as Mitchell teaches them as neuropathic pain conditions and 
Lavand'homme et al teaches the usefulness of muscarinic agonist in the treatment of 
neuropathic pain. 

Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Lavand'homme et al. (Anesthesiology, 1999, 91, 1455-61) in view of Skjaerback et al. 
(US 2003/0176418) and further in view of Mitchell (J of Pain and Symptom 
Management. Vol. 21 , 5, May 2001 ) as applied to claims 1-4, 6-1 1 above and further in 
view of Baker et al. (U.S. 5,242,927). 

Lavand'homme et al, Skjaerback et al. and Mitchell's teachings discussed as 

above. 

The references do not teach muscarinic agonist compound such as compound of 
formula (IX) does not alleviate acute pain. 

Baker et al. teach muscarinic agonist oxadiazole compounds in the treatment of 
severe painful conditions such as rheumatism, arthritis, and terminal illness (col.1, 18- 
21). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to use a compound that selectively activates M(1 ) receptor type that does not 
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alleviate acute pain. Bal<er et al. teach muscarinic agonist compounds are used in the 
treatment of severe painful conditions such as terminal illness. The pain from these 
conditions arises as a result of neuropathic pain and hence the compounds are used to 
selectively target the neuropathic pain. It would have been obvious to one of ordinary 
skill in the art to use muscarinic agonist compounds such as compound of formula IX in 
a method of treatment that does not alleviate acute pain because to selectively target 
and treat neuropathic pain effectively. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Umamaheswari Ramachandran whose telephone 
number is 571-272-9926. The examiner can normally be reached on M-F 8:30 AM - 
5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 





